Abbreviation

SGLT2 Sodium-glucose cotransporter 2
To the Editor: The article on sodium-glucose cotransporter 2 (SGLT2) inhibitors and cancers by Tang et al [1] , which was recently published in Diabetologia, is very relevant to practice in today's world. However, this letter is to bring to your kind attention an error in this article. Tang and colleagues conducted a meta-analysis of RCTs to identify any risk of cancer with SGLT2 inhibitors. The results suggested a possible increased risk of bladder cancer with empagliflozin therapy. We noted a possible error in the paper, as discussed below.
The paper quotes ten cases of bladder cancer with empagliflozin, as compared with zero cases with the comparators, and suggests a significant 4.49-fold higher odds of bladder cancer with empagliflozin in a pairwise metaanalysis. The authors state "Most incidences of bladder cancer were identified from the EMPA-REG OUTCOME Trial (empagliflozin: six incidences of bladder cancer, two incidences of bladder transitional cell carcinoma and one incidence of bladder cancer recurrent; placebo: zero incidences)." Following this statement, the authors cite the original paper EMPA-REG OUTCOME Trial publication by Zinman et al [2] .
We could not locate the cases of bladder cancer in the EMPA-REG OUTCOME study, in the cited reference [2] . However, this information is available in Table 24 of the US Food and Drug Administration (FDA)-Endocrinologic and Metabolic Drugs Advisory Committee (EMDAC) report [3] . This data suggests that there were four events of bladder cancer in the placebo group, and ten events in the pooled empagliflozin groups. Based on this data, the OR is calculated as 1.25, with a p value of 0.71. The four events of bladder cancer in the placebo group are not considered in the analysis by Tang et al [1] . Moreover, a patient-level assessment for causality was not performed by the authors. If we consider this missing data in the overall assessment, the p value for the odds of bladder cancer with empagliflozin remains neutral and non-significant.
Based on the meta-analysis by Tang, et al, canagliflozin may have a protective effect against gastrointestinal cancers with [1] . This may be explained by animal studies, which have shown that, compared to SGLT2, SGLT1 is more involved in glucose uptake by cancer cells and, that, inhibition of this process may have protective effects [4] .
On the other hand, in a previously published meta-analysis, an altered risk of bladder cancer was not found with canagliflozin or dapagliglozin. [5] . This study did not include empagliflozin, as only studies prior to 2014 were included. Further, Ptaszynska et al analysed Phase II/III trials for risk of bladder cancer with dapagliglozin (21 studies were included) and did not show causal relationship between dapagliglozin use and bladder cancer [6] .
Hence, based on the available data, the association between SGLT2 inhibitors and risk of cancer in type 2 diabetes needs further investigation.
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